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1. 



(Amended) A compound of formula (I): 



(R D ) n 





wherein R 1 is lower alkyl, lower alkenyl, (hydroxy)lower alkyl, lower alkynyl, phenyl, 
benzyl or 2-thienyl, R 2 , R 3 , R 4 and R 5 are the same or different and are each hydrogen or 
lower alkyl; each R 6 is individually hydrogen, lower alkyl, hydroxy, (hydroxy)lower alkyl, 
lower alkoxy, benzyloxy, lower alkanoyloxy, nitro or halo, n is 1-3, R 7 is hydrogen, lower 
alkyl or lower alkenyl, X is oxy or [and] thio, Y is [carbonyl,] (CH 2 ) 1 _ 3 , or (CH 2 ) 1 . 3 S0 2 [or 
(CH^CCO),] and Z is (a)-(4-pyridyl)(C 2 -C 4 alkoxy), (co-((R 8 )(R 9 ) amino)(C 2 -C 4 alkoxy), 
wherein R 8 and R 9 are each H, (C 1 -C 3 )alkyl i or together with N A are a 5- or 6-membered 
heterocyclic ring having [comprising] 1-3 N(R 8 ), S or nonperoxide O; an amino acid ester 
of (co-(HO)(C 2 -C 4 ))alkoxy, N(R 8 )CH(R 8 )C0 2 H, l'-D-glucuronylbxy, [; or Y-Z is (CH,),. 
3 R 8 ; wherein R 8 is] OH, (C 2 -C 4 )acyloxy, S0 3 H, P0 4 H 2 , N(NO)(OH), S0 2 NH 2 , 
PO(OH)(NH 2 ), OCHXH 2 N(CHA + . amino, lower alkvlamino, diflower alkvnamino. 
phenvlamino. or tetrazolyl; 

provided that when n is K R 6 is hydrogen, and R 1 is methvh then- Y-Z is not -CH 2 CH 2 - 
OH. -CH 2 -OK -CH 2 CH ? -OC(Q)CH 3 . or -CYL , -OC(0)CR 3 : and provided that when n is L 
R 6 is 8-ethvL and R 1 is ethyl then -Y-Z is not -CH 2 CH 2 -OH. or -CH 2 CH 2 -OCfO)CH 3 : 
or a pharmaceutical^ acceptable salt thereof. 

2. The compound of claim 1 wherein Z is the L- valine or L-glycine ester of 
2-hydroxyethoxy. 
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3. The compound of claim 1 wherein Z is N-morpholinoethoxy. 

4. The compound of claim 1 wherein each R 8 is H, CH 3 or i-Pr. 

5. The compound of claim 1 wherein Z is OCH 2 CH 2 N(CH 3 ) 3 + . 

6. A composition comprising the compound of claim 1 in combination with a 
pharmaceutical^ acceptable carrier. 

7. The composition of claim 6 which is a tablet, granule or capsule. 

8. The composition of claim 6 wherein the carrier is an aqueous vehicle. 

9. The composition of claim 8 which is an aqueous solution. 

10. (Amended) A method of inhibiting the viability of cancer cells in a mammal comprising 
administering an effective amount of [the] a compound of [claim 1] formula (D: 




wherein R 1 is lower alkvl, lower alkenvl, (hvdroxvUower alkvl. lower alkvnvl, phenyl, 
benzyl or 2-thienvl. R 2 . R 3 . R 4 and R 5 are the same or different and are each hydrogen or 
lower alkvl: each R 6 is individually hydrogen, lower alkvl. hydroxy. (hvdroxyHower alkvl, 
lower alkoxv, benzvloxv, lower alkanovloxv, nitro or halo, n is 1-3. R 7 is hydrogen, lower 
alkvl or lower alkenvl. X is oxv or thio. Y is carbonvl. (CH 2 ) 1 3 , (CH^ 3 SQ 2 or 
(CH,) t ,C(Q\ and Z is fco-f^pvridvnfq-C^alkoxyy (a>-(rR 8> KR 9> > amino VC 2 -C 1 alkoxv). 
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wherein R 8 and R 9 are each H, (C 1 -C ? )alkvl or, together with N, are a 5- or 6-membered 
heterocyclic ring having 1-3 NfR 8 ), S or nonperoxide O; an amino acid ester of 
(o)-(HO)(C 2 -C, > »alkoxv, N(R 8 )CH(R 8 )CO,K l'-D-glucuronvloxv. OH, (C . -C^acvloxv. 
SO, H. PO^H , . NfNOVOm. SO,NH ? . POfOHVNHA 0CH, CH, N(CH , V. amino, lower 
alkvlamino, didower alkvOamino, phenvlamino, or tetrazolvl: or a pharmaceutically 
acceptable salt thereof; to a mammal afflicted with cancer. 

11. A method of inhibiting cancer comprising administering an effective amount of the 
composition of claim 6 to a mammal afflicted with cancer. 

12. The method of claim 10 or 1 1 wherein the cancer is prostate cancer. 

13. The method of claim 10 or 1 1 wherein the cancer is multiple myeloma. 

14. The method of claim 10 or 1 1 wherein the cancer is chronic lymphocytic leukemia. 

15. The method of claim 1 1 wherein the composition is administered orally. 

16. The method of claim 15 wherein an enterically coated dosage form is administered. 

17. The method of claim 1 1 wherein the composition is administered parenterally. 

18. The method of claim 1 1 wherein the composition is administered in combination with a 
chemotherapeutic agent. 

19. The method of claim 12 wherein the composition is administered in combination with a 
chemotherapeutic agent. 
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1 . (Amended) A compound of formula (I) : 




\ 

\ 

wherein R 1 is lower alkyl, lower 'alkenyl, (hydroxy)lower alkyl, lower alkynyl, phenyl, 
benzyl or 2-thienyl, R 2 , R 3 , R 4 and^R 5 are the same or different and are each hydrogen or 
lower alkyl; each R 6 is individually hydrogen, lower alkyl, hydroxy, (hydroxy)lower alkyl, 
lower alkoxy, benzyloxy, lower~-aikano>yloxy, nitro or halo, n is 1-3, R 7 is hydrogen, lower 



alkyl or lower alkenyl, X is oxy or thio, Y is (SH^, or (CH^SOj and Z is 

\\ \ ^\ 

((o-(4-pyridyl)(C 2 -C 4 alkoxy),\o)-((R 8 )(R 9 ) aminoXC^ alkoxy), wherein R 8 and R 9 are 

each H, (C r C 3 )alkyl, or together with N, are"^ 5- or 6-membered heterocyclic ring having 



O; ari\i 



1-3 N(R 8 ), S or nonperoxide O; ariymino acid v ester of ((o-(HO)(C 2 -C 4 ))alkoxy, 
N(R 8 )CH(R 8 )C0 2 H, l'-D-glucuronyloxy, OH, (C 2 -C 4 )acyloxy, S0 3 H, P0 4 H 2 , 
N(NO)(OH), S0 2 NH 2 , PO(OH)(NH 2 ), OCH 2 CH 2 ti(CH 3 ) 3 + , amino, lower alkylamino, 
di(lower alkyl)amino, phenylamino, or tetrazolyl; \ 

OH, -CH 2 -OH, -CH 2 CH 2 -OC(0)CH 3 , or -CH 2 -OC(0)CH 3 ; and provided that when n is 1, 
R 6 is 8-ethyl, and R 1 is ethyl, then -Y-Z is not -CH 2 CH 2 -0H, or -CH 2 CH 2 -OC(0)CH 3 ; 
or a pharmaceutically acceptable salt thereof. \ 
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2. The compound of claim 1 wherein Z is the L-valine or L-glycine ester of 
2-hydroxyethoxy. 




3. The compound of claim 1 wherein Z is N-morpholinoethoxy. 

\ 

4. The compound of claim ! wherein each R* is H, CH 3 or l-Pr. 

V 

5. The compound of claim 1 wlierein Z is OCH 2 CH 2 N(CH 3 ) 3 + . 

\ 

6. A composition comprising the compound of claim 1 in combination with a 
pharmaceutical^ acceptable cs 




7. The composition of claim 6 which\is a tablet, granule or capsule. 

\ " 

8. The composition of claim 6 wherein the^carner is an aqueous vehicle. 

9. The composition of claim 8 which is an aqueous solution. 

10. (Amended) A methockof inhibiting the viability of cancerWls in a mammal comprising 
administering an effective amount of a compound of formula (I): 




R 7 R 1 "Y-Z 



V 



wherein R 1 is lower alkyl, lower alkenyl, (hydroxy)lowersalkyl, lower alkynyl, phenyl, 
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a? 



\ 

benzyl or 2-thienyl, R 2 ^R\ R 4 and R 5 are the same or different and are each hydrogen or 
lower alkyl; each R 6 is individually hydrogen, lower alkyl, hydroxy, (hydroxy)lower alkyl, 
lower alkoxy, benzyloxy, lower alkanoyloxy, nitro or halo, n is 1-3, R is hydrogen, lower 
alkyl or lower alkenyl, X is oxy^or thio, Y is carbonyl, (CH 2 ) U3 , (CH 2 ) 1 . 3 S0 2 or 
(CH 2 ), 3 C(0), and Z is (co-(4-pyridyJ)(C 2 -C 4 alkoxy), (g>-((R 8 )(R 9 ) amino)(C 2 -C 4 alkoxy), 
wherein R 8 and R 9 are each Hi (C r C 3 )alkyl or, together with N, are a 5- or 6-membered 
heterocyclic ring having 1-3 N(R*), S or.nonperoxide O; an amino acid ester of 
(a)-(HO)(C 2 -C 4 ))alkoxy, N(R 8 )CH(R 8 )C0 2 H, l'-D-glucuronyloxy, OH, (C 2 -C 4 )acyloxy, 
S0 3 H, P0 4 H 2 , N(NO)(OH), S0 2 NH 2 , PO(OH)(NH 2 ), OCH 2 CH 2 N(CH 3 ) 3 + , amino, lower 
alkylamino, di(lower alkyl)amino, phenylamino, or tetrazolyl; or a pharmaceutically 
acceptable salt thereof; to a mammal afflicted with cancer. 



11. A method of inhibitiri^jfflraer comprising administering an effective amount of the 
composition of claim S^o^^nmal afflicted with cancer. 

\ 

12. The method of claim 10 or 1 1 wherein the cancer is prostate cancer. 

\ 

13. The method of claim 10 or 1 1 wherein the cancer is multiple myeloma. 
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14. The method of claim 10 or 1 1 wherein the cancer is chronic lymphocytic leukemia. 

\ \ : 

15. The method of claim 1 1 wherein the composition is administered orally. 

\ \ 

16. The method of claim 15 wherein an v enterically coated dosage form is administered. 



17. The method of claim 1 1 wherein the composition is administered parenterally. 



« - * 
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18. The methocnsrf claim 1 1 wherein the composition is administered in combination with a 
chemotherapeuxic agent. 

19. The method of claim P8 wherein the composition is administered in combination with a 
chemotherapeutic agent. 



0^> 



21. 



(Amended) Themiethod of claim 18 wherein the chemotherapeutic agent is mitoxantrone, 
prednisone, estrankistine, melphalan, vinblastine or a combination thereof. 

(Amended) The methoa^)f claim 19 wherein the chemotherapeutic agent is an anti- 
androgen. 



^ I 22. The method of claim 21 wheren^he anti-androgen is bicafutamide, nilutamide, 
QjpX flutamide, cycloproterone acetate G£ a combination thereof. 

23. The method of claim 21 wherein the anti^gndrogen is leuprolide acetate, goserelin acetate 
or a combination thereof. 



A 



